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(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a compound 
having CXCR3 antagonism. 

SOLUTION: The compound is represented by general 
formula (I), its salt, its solvate or its prodrug. Since the 
compound represented by general formula (I) has 
CXCR3 antagonism, the compound is useful for 
preventing/treating inflammations and allergic diseases 
[e.g. systemic inflammatory response syndrome (SIRS), 
anaphylaxis, anaphylaxis-like reaction, allergic angiitis, 
hepatitis, nephritis, nephropathy, pancreatitis, rhinitis, 
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arthritis, inflammatory eye disease, inflammatory intestinal disease, cerebral and 
cardiovascular disease, respiratory disease, dermatosis, autoimmune disease, having, etc.], 
metabolic and endocrine disease [e.g. diabetes, etc.], cancer disease [e.g. malignant 
neoplasma, etc.], infectious disease and disease following infection [e.g. viral disease, AIDS, 
dementia, etc.], etc. 
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)xjuyjsm. (3i)*x*yg. (3 2)rs^v». (33M$y3k (34 
)-B (0H) 2 I, (35) f-/k*/U7 4 -/k xf-;kX/l/7 <f x/i^oc 1 

-4T)V*)VX)V7 (36) Wilf. *;u$;k 7-fcf-;k rot*^, 7f- 

iJ;^cr)C 1-6 7^/1-a. (37)<yyAk (38)tHn^fW^i. (39 
) flUtiWf-A'sMpM $ A xf-;kt*W $/«OT/Mf/M-4rW Sy^PrtW 
Ml*. r S^«S:*LTV^t>J:v^bd<^j buIB ( 1 ) ( 3 9 ) *>£jSif 
*Ufel^L51lOlBftS^LTV%TfcJ:<. SffllS*)^ 2 OJ:*)*^ ^fi-ffuo 
■»SI4P?-*fclill£-5T WC fc 1 v\ 
[0036] 

3*18^ KSE^ BHWK^^atfft* l~7ffl^TOjj^£#A,TVvciJ;vvijJ 

a. nsiiJttt=i!Ka«ai**b-r. r «s»j t ltii. r 3 - 1 si^eaw 

AWoit*. 
(0037] 

yy-/k h'JTV-;k rh5V-;k t^V-zk ey^y, t55/'k ey$y*y 
, tryyy'y. hUTv'y. 77V, f*7xv, **-9-y-/k 4 7**^/-*. * 
rv-/k -f yf-rv-;k 7 *^D-y*ry-;k f-T^7V-;HlWlwSf*Bj 
mattttxai. W£if» A/F-/k -f y-f yK-;k *yy7 9y, 4vcyy7?y 
N ^y/f^7xk 'fv^y/f^xy, -fyyy-/k *yyy, A/*yyy. 
7uy. 7?5yy. 7'ruy'y, t7fjyy, *y*yyy, *yyyy, yyyy 
y N <yy3j-Jf-9-y-;k OY+7*/-iV^ <WmyV-)V. KWyy-fv. < 
vvrTVTV-iv, ^yy>y7 % /-;k tf^y-zk /S-tfzu-Kyy. rtwy 
s 7xfyy. yxyy'75y, y*^y/?-;t7xy. 7xfyM)y'y, 7xfyhn 
yy. ^usyyiWl^if«fi»^«3)H», W£tf. 74fty. y*7-fe*ey. t 7 y * 
df-tb-y s f-^-tr^y, f-xey, ^-^y'y, :**-ty'7y'y x ^-t-tfey, 

j-r+yfi-y. ^yyy'y, yo^y, ^yy^-fef y, <WJt*wev^ <y 
YttV-iSTWy* ^yyf-xty, ^yyf-7Hft s y, kvV+tvtwv^ <y 
y7-fe*try, ^yyy'7-fe'tfy. ^ffyfy. 7xyf-7y*y. 7xy^ty'y, 7x; 
^f"fy. f-7y^uy, eayy. -Ys^yyy. hyyyyy, rh^yyy, t 
^yyy. y'hKneyyy, r h5t Fotyyy. ytKot^^y, rh^tHo 

t5yV> y'tt-'ot'JSyy, f K^bHofiJiyy, yhHnty^yy, fH7 
hHnb'yyyy. f h^tb'ah'jry'y. y'h Ko7-tft°y s fh5t Ko7-fe't°y 
, y't Fom'ty, -f h7hFoy'7-fc'ty. yhKo7 5y, yhKnt5y, y 
hKn^tey. r h5t h'nmty, ytHn«7xy. y'tHn^tr^y 
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s Kofify, fh^tKnfxty, i^'t Fpy*yy-/k ^'tFP'fyy* 
yy-/k ytHQf7/-;K y'tKo^f Vf-TV-/K y'tFP75y'y, xth'D 
3fafys;yy-/k i-'t Hn^-dftf ^-y, Yu**+r : J7i?V. Fpy*y-t'f 
y, fh5t Fpy^y-tftry, y't Fpy^y^'r-tftry, f F5t Fpyafyj/r-t? 
ty. yt Fpyyyyy-;k -;tKDf7yy, ytHnfryrxy, ^th-py 
yt'ey, fh7t Fpyy-tftry. y-'t Fpyrvy-t'ey, yh?t Fpyyyy-t? 
ty, -fyK'jy. -yy-fyFyy, yhHD^y/75y, ytFp-f yoyyjy 
. i^'t Fp^yyyy7xy. y'tb'D'fy'sym^iy, yt Fp4 yyy-;k 
ytKadf/yy. rb^h Hndf-y i»y» i/t FP-f y*yyy. yh5tFP-fy* 
yjy. >-'tKD7^5xy. yh5t Kn?;?^, yhHnt7f'Jy'y. f-hy 
hHn-f7^'J^'y, vt FP*y*yyy. r F?t Fp^ J y, ytFP^y 
yyy, rF5t Fp^-yyyy. ytFPiyyyyy, rF5t Koyyy yy, <y 
y^^Ty. y't FP^yyy*yyy, y't Ko<y/f 7y'y, f7yVtW 

uy, y't Fp<yyy*yy-;k yt Fp<yyyry-/k ytFp^yy-uy 
y-;k yt Ho^yyr-bfty. yj-5t Fp^yyyt'ey, y'tHD^y/y'r-t' 
fy. rh^bFo^yy^r-ifh-y. ^yyyy^'feA'y. yt Fp^yyyafy-tfe 
y. rh5t FP^yy'y^y-t'ty, yt FP#/PA'y-/k f h5tFn«;l/Ay'- 
/k yt FP-yS-tf/l/yyy, f b7tKn-^-*;Wy, ytHDT^'Jy'y. 
fh^tHor^'Jy'y. ytKnyXyV77y, ytKDyXyyft7xy. yF 

7tKoyXyy75y. fh7tHDyXy/ft7iy, yy^MMyyy, ^yy 
yy*yy, ?D?y, ^yy^jj-^y. ^yy^f-yy. 6, 7, 8, 9-rF7t 

Ko-5H-fy F [4' , 3' : 4, 5] too [2, 3-b] fjyy. 2, 3, 4 
, 5-Thyt Fp- 1 H — try F [4 , 3-b!MyF-/k 6. 7, 8, 9~Thy 
t F P - 5 H - 1° y F [ 3 ' .4' :4, 5]trpp[2, 3 - b ] try yygWN^?? 

r 3 -i 5B®*amst zss/ctiH^a^ 
Sj t lt(±, M*.(f7yyyy, y-tf^^y. tpyyy, -rsyyyyy, Fyyy 
'jy'y, yFy/yyy, ty/yyy s f<.yyy, t^yy, A-t Fpty iy 

y N A-t Hnb'yyy-'y, A-t Fpy-fc?ty» A , -tHoy'7€fy, A-tHoy 

yyy, y*-t?y. fh7tKn77y fh^tKot^y, a— t f 

py*-tt°y, y^y. fi^y, fh^bHof^iy, tb7b Fpyyt^y 

. A-tF'pyxt'y, fh7tb-nm/-/P (yyy/yyy) . yh7tFP4 

yy*yy-/u m yy^-yyyyy) . yF?t Fpy ry-n- (yyyy^'y) , y 
F?t HD-f yyyy-yy uyyyyy^'y) , yF?t FP75ify. fH5hKD 
«ty77-/p (y^yyryyyy) , yF^t Fpy*y yy, yF ?tFpy* 

ty'7y'y. A-hHnm-t'ty, A-t h'D^y^'T-tf h°y. fh7tHof7 

: J7Y-)V (yyyyyy^'y) , yh^tFpyryy, yh?t Fpyyyyyy. 
A-t Fpyr-t'ty, A-t Fpyryr-tfey, wjy, yy&;y*yy, y* 
yyyy> ^-t FP^yy^y, A*-t fp-^ voyyjy. A-t FP^yyy 
^7xy. A-t KD^y<ym7xy, A-t Fp4 yyy-/k A-tF"p*y 
yy. A-t FP-^yjfyy y, A-tFD7?7y>. ;t-hHDt7fUyy, a*- 
hFp^y^yyy, A-tFp*yyyy, A-tFpyyyyy, A-tFp^yy 
j|-aj.yy-/k A-t FP^yyy yy-/k A-tFp<yy4 $yy-/k A--tF 
p^^A*y-;k ^-t Fp-j8-#^#yy s A-t fpt? y^-'y, yN°-tFP^x 
y/7 7y. y<-tFnyXym7xy, ^'y^-y^y. y^ty> ^'yy^y, 

[0038] 

a. Mbk*« (;;y r^t*^j ti, frieo r ^fb**Sj fclMt 
s*^*i?y. ) > ysys, x>v*m. Apyyiiy, ^yya, ^ 

fp«, y^ya, yy^y*, ^h^^a, Fyy^yp^y^a. hvy/u 
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WBinbmtto: i ~ 5 mvwmmm ix wc t «t < , ass^D:* 5 2 ja±«o*6, * 

[0039] 
[0040] 

Ttiv^;p*7"h*j (ctjtts r «a«j tt-cJi, mm, mmmz^ix^xh* 
^m<tommtfwft>ti&. zzx<d ^wsm^ix^x^x^st^smi isms. 

[0041] 

mix^xi>z^z)i>7T*'(ji&} izmz tun mt\i. wmtt 
Lx^xh£^mwmm>t>mihi\h. zzxco rm&snix^xi>z^Bt{k*. 
mm j mmmAcommmt lxco rwmm^Lx^xhx^mwmmi tmtm 

[0042] 

«A» 4fctt8A2ti»*?rtt*ifflfcl~5lH, »^L<(il~3ffll^aS:WUT 

t^tj:<. g»*o^2ja±**te\ ztL?timmmi.m-ztzim%^x^xi> 

[0043] 

aiBTSSit* r n*g?« j fcti. ( 1 ) cmBizti^xamZtix^zmmm 
wmc« shmc^, ®mm?. ^MM^hmiitihi^em<D^Tm^i-tA,x^ 

Xl>k\,M£^o. 

[0044] 

»BT*sfi* rmmmmj t ltu\ mm^vv-iv, Mjry-;k rf-^y 

-;k eUS^'y, ^'7-fcftfy, ^dfti/ry-ZW, ttWTiSy^ ttWTWV 
„ f-TvTV-^, +Tl?Ti?y. ^7 : JT*£\?y. 7'jy, rf'JyX =W'Jy, 

<yy>f s*y-/k ^yy^-^^r-tfbr y. ^yyf-r^r-tftfy, ^yy^r-tft 
y, -rs^/yy, h'jryj>. rh^yyy, yhHoe'ji->x fh^tKnt 

tHnjj-dfHfv'T^ y't Ku^lf^T-fe'ey. f h9t Ho**-?- S/THftV, S/* 

tr^r-fe'h-y. ^tKn^H-yyy, ff7t Ho^yyy, h-n^yy^ 5^ 
y-/k rh?t KD^yy^f s^y-;k >-'t Fo^yy^r-tfey. -ff^t kq< 

[0045] 
[0046] 

8IB i: LT*?£ L < (i 5 * tti 6 J|aJ|lSlkttRSattW6*i« . WiHT, 4 5*V- 

;k h';ry-;k rh5y-;k trusty, ^-^'ry-yk ^irswy, f- 
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10047] 

Hot 'J 5 yylliflf^J . 
[00483 

Y-C*§fLl»±^<0S^ 1 - 3OX^-iWJi«<0|[W 1 -3«^t^W 

^S: 3<I£ LT»i4. 
[00493 

i"±ffl^M^tl-3cOX^— y-j fcLTtt, -S-, -CO-, - 

SO-. -S0 2 a$S£#U>Ti>J:v^*M^ iJJ:WI»aS£#L"Ovtfc 

fSDFfj kVXli. -NH-offi, r-NH-jS+OTWISH^ffiSC B8IS£*L 
TWC t, J: v >0Mfc**S (ft^b*saBiUiEi:Ht»**3tt>1-) WWLfcitf)***? 

-r. cc-rriBfta^L-cv^fci^fiBRa^j r a$Sj ttr^. 

*£*LTi-vtfcJ:^iWbJc**j fctifti ra&*j fcLTli. W*tf. ( 1 ) 

. (2>5i-*y». <3)***ya. (4)ad^i?, (5)^rya. (6>- 

hoS. (7) */l/##5/;HS. (8) M£I£X xh*v, 7*n^^, 

v#(7)ci-4r;P3df^a. (9)rsy«. ( i o) c i-4jwfc*iafrciKft3*i 
tat i 4fc«4»2 r s sssumfbti. zti^m^smmtsmm^&mz 1 ~ 

8fl, ifiL<ttl~5«!B«L^Tt>J:K 
[00503 

rSSSS£#l/Ovct,J;vOi«>C 1 -31SI!ittMsJc*Sj CJStt* r ~«OC 1 
-4<0BJ»fl*<fc***j t LXli* mtac \-3T)V*VV& (Witf-CH 2 
- (CH 2 ) 2 - (CH 2 ) 3 -m) . C2-3T;Wy-V>» (#J*.Jf-CH = C 
H- s -CH 2 -CH = CH-, -CH = CH-CH 2 ~m - C 2 - 37/Mf-U>g 
(WxJf-CsC-, -CH 2 -CsC-, -CsC-CH 2 -ISO ^*W^iU>, * 

tc. ^mum^Lx^xt^-m^cismftim^^mm} tztnti r a«igj 

k Lttt, Witf , (DC 1 -877Wf** (IWefcHfcSKfciUr*-) , ( 2 ) 
If. ^b^rx, ro^y, 7H*^OC 1-87^3*^ (3)«i 

if. mm. s^mm^^uyym.^-. <4)#»as, (5)**vs. ( 

6) (7)7S/S. (8) =N-OR"l (*+, R»{i**il^4^i 

■BILTvvtiiv*. 
[00513 

Yt ixmi<a. mm£mix^xi>£^-moc i-smmmtitfcm&wm 

[00523 

ri T*zti& rm%mz^Lx^x hx^mtmmi mmmAvwMmtixcr) 

[00533 

tfLTWCfcju. ffS^a$«{famtfr5:&BKl~10fl, i?£L<lil~5ffl. 
3&C#4L<ttl~3«Ii*l/OvtfcJ:v\ Ri T^Sit* r SSHj OB&Si: L 
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ticommmm-t tz im*-? x ^x t x v \ 

[0054] 

(R2 ) tMt (R3 ) T^ztizm^mmmAco rww&i trntimzmb 
•r. tztsi, (R2 ) ttdt (R3 ) t^Lx^hmw^mms^^nh^. 
(R 2 ) ttM (R3 ) mm. SAa^tFoty y-jyxhh 

®. t%bh. -m ( I ) TmZtl&lt£®tf 
[0055] 
Ut9] 




o 



[0056] 

X'hh%&. (R2 ) JiffSUt&vv ?%b-hM&(tX'hZ>. 
[0057] 

LTJi, ^{fiTFO ( 1 ) ~ ( 2 7 ) T^Sfi^t-^ •£ 

(1) 2- [2- (4. 5-y*hb'u-lH-^$yy'-/y-2-^) -1, 2-y't 

(2) 2 - [2 - (4, 5-^hh'o-lH— f $yy-^-2— ^;P) -1, 2-yt 
HD7?5i/>- 1-' f/H -l - (4-^R-/7i-^)x?yy, 

(3) 1- (2-7"nt7i-/H - 2- [2 - (4, 5 - yt h'o- 1 H — f S ^V- 
)V-2-A)V) - 1 , 2-yb h'D7^7y'y- 1 — <iV~\ x.?/y^ 

(4) 2- [2- (4. 5-y't KD-1H-- < S ?Y-/y- 2 - -f ;W -1, 2-yh 
Yu7?y : Jy-\-4)V] -1- (3-^Wx-;H i?yv, 

(5) 2- [2- (4, 5-yhKn-lH--fS/y-;l/-2-^H - 1, 2-y't 
KD7?7yy-l-^/W -1- (1, 3-f7/-;P-2-^Hx^yy, 

(6) 2- [2- (4, 5-ytKo-lH— ^ 5^V-;k-2-^;l-) -1, 2->-'t 

YavfyiSy- 1— - 1 - f •;>->- 3 --oi/x?yy s 

(7) 1- (4-7nt7xx;H -2- [2- ( 1, 4, 5, 6-rb5bh'nf US 
y'y-2-^/y) -1. 2-yhb'D7^5yy-l-^Hl^yy, 

(8) 4 - { [2 - ( 1H-4 5 2 -4 AO -1. 2-y'bKn7^5yy- 

i— f/H r-fef-;H ^yV-HJ/K 

(9) 1-b i 7x^-3-^^-2 - [2 - (4H-1, 2, 4-f7/-/l'-3- 
4 AO -1, 2-y'tKn7^5yy-l-'fW x?yy, 

(10) 1- [3- (vVf-^TSy ) 7x-;H -2- [2- (4, 5, 6, 7-rh 
7th'n-lH-l, 3-vT-fe'f>-2-'f^) - 1 , 2-^th'n7?5y'>-l- 
-f/y] i^yy, 

(11) 1 - (4-7nt7x-/W -2 - [2 - ( 1 -;><f-/y-4 , 5-^'t Ho- 1 
H--f 5*V-/U-2 — <;y) -1 . 2- : J\LYuy^y=jy-\-MV] x?yy, 

(12) 2 - [2 - ( l-^y^/y-4 , 5-i^'t Hn-1 H-4 S ?V-/y- 2 — f /!< 
) -1, 2-iy*h Yn7?y : Jy-l-4lV] -l-7iX/H^7y > 

(13) 2- (2- { 1- [2- (S^^/yTS/ ) xf-;y] -4. 5-y'th'n-lH 
-4 $.yY-)V-2-- 4lV) -1, 2-ytKD7?5yy-l-'f;H -1- (2-t 
Yv^^y x.=->v) i^yy. 
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(14) 1- (4-/ot7i-;H -2- [2- (4, 5-iSt Fn- 1 H->f $yV 
-;P-2-^;l/) -2. KDh''j^'>— 3-^;P] x^yy, 

(15) 3- (4. 5-yhh'n-lHH 5^V-^-2-> f;P) -4- (2-**V 
-2-7x-;l/xf-;i/) -3, A-i/tYuyfyity-i (2H)-*y, 

( 1 6 ) 3- (4, 5-y'b Kn-lH--f $;7Y-;l/-2--f^) -2-y^-/P-4 - 
(2-5fdrV-2-h ,, 'J^y-2— f;PXf-;U) -3, 4 -yt Kn7?7vy- 1 (2 
H) -*y, 

(17) 3- (4. Ku-IH— i $.7V-)V-2-4)V) -4- [2- (3- 
7/^n7i-;H -2-:*<*yxf-/H - 2- (4-^hJfy7i-;H -3, 4-y' 
\.Yuy?y~Jy-\ (2H) -:*y, 

(18) 2- [7- (4, HD-IH— i -7, 8-v 
hHotfU F [2, 3-d] wy : Jv-Q-4}V\ -l-7x-ypx^yy. 

( 1 9 ) 2- [2- (4, 5-yhKD-lH-^ 5^V-;W- 2 ->f ;P) -6-y^/P 
-l, 2-> 7 tFn7^5> ? y-l->f;H -l-7x-;ux^y> s 

(20) 2-[2-(4, 5-ytHD-lH->f 55"/-*- 2 — frt') 
-l, 2-ytFn7?7y>-l-f;H -l-7x-^yy > 

(21) 2- [2- ( 1-4 VrotVP-4, 5-yhHn-lH- f 5 ^V-*- 2 - 
-YA-) -4-^*1)^-4— , 2-vt Yuy^^ s Jy-i-^)V\ -l - ( 
4-yf-;l/7x-;U) x?yy x 

(22 ) 1- [4- (^^f-Jf) 7x-/H - 2- [4-7x-;l/-2- ( 1 , 4, 5 
, 6-rF5t Kotry 5xy-2-^) -1, 2-i/'t Kn7^5>-*y- 1 

(23) 2 - [2 - ( 1H-4 Sry-^-2-4/W) -1, 2. 5, 6, 7, 8-^df 
■9-hKa7^9^y-l— f*] - l- (3--hn7x-/l0 x?yy N 

(24) 1- (4-yno7x-;P) -3 - [2- (4, 5-S/*t h'D- 1 f 
-A'- 2 -4 AO 2-ytKn7^y>-l-^H 7nAy-l 

-*y. 

(25) 2- [2- (4, 5-y't Kn-1H— f 5 ^/-A— 2 -4 AO -1, 2-v 

(26) l-v^n^dfv^-2- [2 - (1H-4 $yV-;l—2--f/lO -1,2- 



(27) [2- ( l-yf-A—4, 5-^*th'D-lH->f 5 :$"/-*- 2 -4 A- ) -1 

, 2-xhb'n7^7^'y-i--f^] (7i-;H y?/y. 

[0058] 
[0059] 

fa-^TO^A, ACD/Name (SllffifiL A— >>3 y6.00. Advanced Chemistry Devel 
opment Inc.ffiR) fcfflHTifr&Lfc&OY**. fflitf , 

[0060] 

[-fclO] 
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[0061] 

T*Ztlhfc-&mte, 1- (4-/nt7x^) - 2- [2- (4, 5-ytKo-l 
H-4 S*V-*-2— (*) -1. 2-xhKo7^5i'V-l-'f^] x^/ytifo 

C0062] 

*/H6, t/p^-;«, TA^f^wfi, 7/U3*yg, r^/pf-sr*, r/Wfw^*, 
c. z»§£, a, tt£«e*«t*jittft (e. z. r^yxft) . i&k$m<m 

W$\z±hWm (R. Sft, a. /Sllfi. xtVf-JJ-v-, «y'77.rM"?-) . S£3fc 

teflsttft) . w^i. siefittft, ztit>comv)mism-&m. y-tm-s® 

[0063] 

[*] 

I ) V^ixlit^mco'M^t^blX , «£tf, 7;P#'j&JR (^U^A. ^-h'J«7A 

<7Atg (f-h^^^ry^-^Atg. T-h^^/UTy^-^A^) , w$r$y ( 
Mjxf-^r$y> ^w?y. ^f-;prsy, y^o^yf^rsy, ^y^vwr 
sy, 7i^wsy, e^yy'y. tyx^y-;i/7?y, y'x;?/-/iyr$y, h 
>jx (tKD^fy^f;K ,x^7$y, yyy, 7K-y. n-t^/i—d-tvi/^ 
i>m) IH«n»£ [fctSKS (BIBS. *ffc**i»g* 3«y-fbKSB?Ji. fiQfie 
. 'Jyg?£. iftg@5) . *fltigi£ h U 7;fc*aifflWg. ILSffi. SEIftg. 

y*7S^ -?l"4>W&* 7xyg?i&. ^^y^yifl 

ft. *fc{4xlE*fl!!Hft-6*^7;^u (±M) ry=t-^A^ *mr$yig 
. aS«rJ8WWII)i:U'C(i. Witt*, 7/P3-/PJMWI (x?y-;M£) ^o^Slij 

[00643 

S4>KStli, Bia7> ; £-'7A««,*4ti*. 0«7:'*-'7A*i:U\ HRS ( I 
) TSSftifc^BwaSHRW R°I(R° KB. C 1 -87/Mf7l*L 7i-;H 
KJ:->T{t»*ftfcCl-87;Hf;U**«*>-r. ) J: oTH«fc;S*ifc 

o 

[0065] 
[0066] 

EJECk ( I ) T^Sfi&ft^liiCSSi-f *ft^ift*v^. -BbS ( I ) T^S 

ti&itsmnyu vy-y^t Lxa. mtn-ma ( i > -c^sns-fk^ij^sys^ 
( i ) X'^ixhit^mnT^ym^-zvyJMt. Ty-Mt. *yf-^7$ 

7^^#x;Wk, (5-^^-2-^7-1, 3- ! J**V\sy-4-- 
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/WL 7-feKi/^f;WL tert-yf^MbSft^bi^fO ; ( I ) T'vkZtiZ 

. -n&se < i ) T^zftntsmnmrntfr-t+Mt. r- 

4;HL Tun; A ML tTAn>f/Mb, -f^-ML 7VU;Wfc. Ty-Mt. V* 

^)VT$;x*)Vi))vx-)vfci$tifzfc&m) ; ( i ) ■cssit*-*^** 1 *^ 

**v»£#-f£*§-£\ -^tf^^a^xXT/ML 75 F-fbSfifc-fb^Ha (Witf 
. -JRiS ( I ) T'^$til»^fto*^^>'a* { x^xxr;Wt, 7x^nxf/i- 

tJ-iUxXf-Mt. xN^fy^/^^aryXf/l-xxf^HL 7 ? 'J i^-x^x/Wb 

. (5-^f-^-2-^y-i, 3-;***yvy-4— op) ^f;nxfMt. v 

( I ) ^§n&fb^ornK9>y^{i*lP%fcJ:^*ft^V^n-C*-o-Ct 
Hfc* ( I ) T^SflSto^rnK^y^li. JMJH»£l990^ffl rg|g 
Shom&i r #^iSfrj 163~1985CiE»S*i.'CV*SJ:3$r. £3W*frc-*5$ 
( I ) fS$*i*ft^ftC3M:i-4t>WCftor«,J:v\ S&fc, -JRjS ( I ) T'*£*i 

[0067] 

-JR*e ( I ) T*3*i&*#JHfc£1Mi. 48ara>m Witif , OTtc^^trS. hh 

V>(i s Comprehensive Organic Transformations : A Guide to Functional Group Prepar 
ations, 2nd Edition (Richard C. Larock, John Wiley & Sons Inc, 1999) {CfESiSft 

Lfc-at* ( i ) <7)i&t LxsemLtehotfrn^nz. 

[0068] 

HR* ( I ) ?*SS*i**»DHb£arti. -Ws% (ID 
[0069] 

Hbii] 




(*t>, $A* , Y« , R 1 a fcitMR 2 a ) J±. ZtlZtimA. Y, Ri feiV (R 
2 ) fcHtlfflcfcftM-. fc«U SA« . Y» . Ri » fcitf (R2 » ) 

-CjK$*U>-fb#tofc. HRsS (III) 
[0071] 
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Hbi2] 




[0072] 

jt^yXA^JUiff^Wf) *&bU SB a feitf (R3 - ) li^BiUtf (R3 ) 

mt%mmm. tztzt. mB-nxx/ (R3 • > cj^-casfissfca-afi*;* 

iOfct*. ) 
[0073] 

iaRfcttdMarc* 1 ?, WLtttiWm (y7nQ^X S^/W^ATS K. f- 

*) . r^uddH*»o*»fbft <*iWf <u*>a, *BHb*^^A^) . 

a?-f b\ ThyT'mTy^-VA.fnvt m) #*T, ifcJjBHtt-T, -4 0- 
[0074] 

ftaa^KfiWRieii, mtOr. W. Greene, Protective Groups in 

Organic Synthesis, Wiley, New York, l<mi,ZtmZtlt:1i&£t:ltZtLt><QlimizW 

«SB&oK«IIRJ6tt, J: < »£>*iTfc 0 , Witf , ( l ) Tivtj y Jn*#is, ( 2 ) eg 
ttfcfrTfcfc Ct-S Wm.%& . ( 3 ) to#mmz£ !>)M«aRlE, (4)5/ y /W*tf)JBt 
( 5 ) ( 6 ) ABfi^^ffl^fcUffHRie^^f 

Ml*. 
[0075] 

Ko7 5y, v**^y#) >k 7/i^y£lltf>*lMfctt (jHHW-h'JW. *BMt* 

*»ty . 7;^y±aA«<o*iMfctt (*wfc/<y9A, #iMb& 

<(i£n4»<0ffl^Bj*fflv^T. 0-4 OtHtiUtCfrfrbft*. 

(2) I^TTOKftilRJEli, fUHT, Wfflgg (^an^y, ?oo*M, 

s>#*ifv, I^Kx^k 7-7-/W*) <k #Wfc(Blk h'^/Wnm *?y 
(WbJc*/B«tf) o-i oowtfurctrfcMi*. 

(3) Jn**4M»CJ:*KftHRlSi. Witf. (x-r/l^ (fb5hHD77V 
. itttty. y*;* h^-i-x^y, i/xf-A'X-f;^) . 7^3 -/WR U?/-;k 
x^y-zMg) . ^y-tfy^ (^y-t'y, f;uy§) . 7-h-y^ (7-tr-y, yf-^x 

ifzina^^mmm^Titdi^ry^-^^^T, 0-2 0 O'C^^S-CrrS: 



(20) 



# H2005-132761 (P2005-132761A) 



(4) S/'J/WfcoKfiHIRfctt. Mlli. (-f r-5t KQ77y 

, r-feb-hU/Mf) 4>, T h77'f-;P7>' ; E-^A7;^5-< FtJflkvc, 0~4 CTC 

( 5 ) £Sl$JflVVfcK«lIRiKi. W*.tf, SttSII (Sfflt P H4.2~7.2<0jg»?ff**: 

imT&ilim^miMfZtfb. 0-4 O'C^^xntchiih. 

;kk7$b\ fh5th'D77y. B1$£x^-/k 7-fer-xhy/k iofdf-tf-y, x?/- 

y^Ky. */wtyy, yxf^rsy, tnys;v») . fttft mm. ¥ 

A. 2-xf-;i^4ftylWrU'>AU!) <0flqtT, *X7^y||« (N'j7x-y^x 
7 * y») aaqtTifcUdHatT. M« (f h7^h'j7i^*X7 4 y^y 
~J*7l± (0) , ZJgfct'X (f'j7i-MX7-(y) A'^^A (II) . M;t?5^ 
A (II) . ttfthU^ (b'j7x^*X7^y) ny'^i ( I ) W) fcfflwc. 0~4 

[0076 J 
[0077] 

tnumi'&vmmkLxii. miax***. x^s. rum t-y^g 

, r-y?uoxf-/l^ ^yy';KBn)S, 7xfy;Hf*WiW. *Ba<7)« 
Ittfcl/Ctt, -Xf-A'*. ^KyW(MOM) 1-Xh 

dfxX^P (EE) y hdfj/Xhdfj^^MMEM) & 2-fh7tKPt7- 
/KTHP)!. MJ^WJ/KTMS) hyxf/Pi/iJ;KTES)i, t- 
7f-;ki/*yf-^x'J;l/ (TBDMS) t--?j-)V : Jy*->Vi/V)V (TBDPS) m 
. TtfJl- (Ac)*, tv\'n>f^g s <yW;i^ <y>-'/P (Bn)I> p-*h* 
x^yi^H, Tymy^M-ZKA 1 loc)S, 2, 2. 2-hU^DDXh 
*i^/M<x/i, (Troc) 3KWf^i. T $ /a^{&tS»fc LTfi. Wilf^y 
itiVX^isiiiVX-im. t-yh^i^Mfx/i^ 7'J;Wy^iKAl l 
oc)l, l-yf-;U-l- (4-t'7i-;H iKy^-/KBpoc) h 
D 7/M-D7-fcf-/Ug. 9-7;^UX/M r-^i^M-Cx/Pg, /<y^';U (Bn)!, 
V-tY^^KyVlVm. ^yy^y^f/KBOM)!, 2- ( MMf-A^'J^ 

yxVPa, *Y* s sKy*JMi* * Y^^^)V (MOM) 2-fb7bFDt7X 
;U (THP) y'7iXyMf;«, 7W(Ac)i»f^. tlV^i^m 

J?«ClOtT**« , C**LtmK:liBSES*l!0r^. Witf, T. W. Greene, Protective Gro 
ups in Organic Synthesis, Wiley, New York, l999Cie«;SftfciOfr7BO&*l&. 
[0078] 

hrsc ( i ) -e^ixs-ffci^Dd^ sai a^tr-'ntry^vy-e&o. (R 2 ) 
-ft* ( i - i ) 

[00793 
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(1-1) 



[0080] 

x'^tiiit^mt, -a&t (iv) 



-JfeC (V) 

[0083] 
[€15] 



Rla^ >1a-H * ' 

[0084] 

[0085] 

/MS) BS £R. KB. JUbk**) *£T. 0~4 OXrCKfcStfa:: t 

[0086] 

Wi.tf. R 1 tfJsmmmmXbhit-SMt. Heterocycles, Vol.60, No. 3. 571-581 
(F. Saczewski et.al., 2003)fcS2«Sftfc#i£fcaaiKJ*LTft3 £ t *. 
[0087] 

[0088] 

-St* ( I ) "CifrSfl4'fl:£»0'3fc, 1A' *>Vt Fotry^WC&O, (R2 ) 

tfmf&x-h*). Ytwmtix^xt x\^i-i'>mx'3b*) . (r 3 ) a*#&u ik> 



[0081] 
[ftl43 




[0082] 
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xmm+t&z&w&m. ( i -2 > 

[00893 
Htl6] 




•cvshs-flteiwi. -at* < 1 - 1 ) "c^snsft^ttt, -aw (vn 

[0091] 
[ftl7] 

R 31a X (VI) 

[0092] 

[0093] 

£*>RJK44Harca>K W*.OTr$$JI (^□n^?y > Sttf-jfcfcjPATS F. r 

b'j^A, uaw-hu^A. n«ay*A, t-rh^Avv&mttT. mm® 
%m (mm, fb^WTyt-^A/Dv^ f, ^ivy^^vrv^.-^^ 

uvA H, fh5^Wyt-'>ArD7'f KV) #£T\ *fctt##aET» -4 0- 

1 0 0 'CTRIE? £ fc C J: 0 ff tcfrtih . 

[0094] 

«SBfei0lK«ilRI»ifiEi:liI«O*i6CJ: Off $Zb#VZ h. 
[0095] 

HR* ( I ) X'Tfs^fihit^cOoh. HR5$ ( 1-2) T*S*l*<flte»ti. HR« 
(VII) 
[0096] 
Hfcl83 




[0097] 

(i£*.£x<nu^mutmmM*mfr'?. > 



* 

(23) &IS2005-132761 (P2005-132761A) 



[0098] 
[0099] 

ftSS<OlRfti!KfGiiine Isiao^ffifc J: Oft 3 £ I) . 

[0100] 

^W^^Tife. fflz.l$ . Comprehensive Organic Transformations : A Guide to Functiona 
1 Group Preparations, 2nd Edition (Richard C. Larock, John Wiley & Sons Inc, 199 

. HRS (IV). ifcUHtet (VII) T*t»fi*'fl:^BrtiTIB<OKl6XSSiattO 

[0101] 
UL19] 



stsx^a ( I ) 




[0102] 

ifc. hrs (in T*s<iftfl:-&«wa -*w ( 1 1 - i ) 

[01033 
[-ft20l 

O 
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TSS$*lift^fttt. -m. (VIII) 
[0105] 
[€21 J 



O 




[0106] 

X^hiit^t. -J&sS (V) -cssfifrflte*. ifcMMRS (IX) 
[0107] 
[<ffc22J 

O-T 

[0108] 

/l^D/MTES) t-/W^f^y'J;KTBDMS) t-^y'7i 
rwi^'JA- (TBDPS) £ s h!M V7nWy'J;P (TIPS) 3S^) £3tbU Z 
Mbnftmifflib&tmki&bi: ) 

■C^S*i4ft-&%*TIE«RiSC-f«-C t C J: -^TRJi-f * 1 1 6 . 
[0109] 

^^«i^»-cj)0, mm. *ttn&mmm mm. *?;-)\,. x?y-/u 

^VJUWyKS) #£T. -7 8~4 0X:T > Rffi$tfl><r£t;:J:9ff&;b;ft.l>. 
[0110] 

^mm^^mza^x. tm&\*tco%.mi±. m%izt->xwt>fr%±oiz. 

[0111] 

3MH«»+w#R«t=fev^, its, ^wjv- mm. *y**uv, 
im^xhx^. 

[01123 

[0113] 

[#tt] 

[0114] 

[E&RA£>jlJiE] 

HR* ( I ) X*Z1X&*%Pm^teCXCR3ffifflmt ifcffi ■ TV)V* 
-fflJSA [«itf . £#ttifeJ£RJfcffifl£f¥ (SIRS) „ Ti-7 < y^-hl^ltTi- 

y < y**/-mm. twmm&mp** m.. ws» *ul ws5&. & 



(25) ^^2005-132761 (P2005-132761A) 



mmm. (mm. #m&m . m.&w>m. (mm. mth'&km$.. ?v-ym. 
m. m*. ffi*^) . nMssmt. mtt^iaajfiffi^f (ards) , w 

mi . a»se4feji'a!ftcfl £ 3«ift *74)vx<m& (mm. *mkf&PF& 

[0115] 

*W5Hfc£Wli. 1 ) K^^^iJO^fsSfci^/^^Jifejf^m^li^fcJ:^/* 

£\>\ 
[0116] 

[0117] 

^^U^f-H (DNA, RN A N itfe-?) . TVf-feyX. fflrCtttfr. it: 

ttvfi-ymxbixitXw mnmicD&s-mt. mfctm^^tix^&mmzmmt 
mtixr/im. tzs-mm. m&&. je*. a*^-*>**iftJ:oaiais? 

Mi 2 m±k*mM.m&?m&&b-£x&* ix *, x v >. 

[0118] 

e 

[0119] 

"ma&v/ttiwmizmvHtnbixit. mmnxruj mm&mm. mm 

m&ijiVWf-m ( DMARD s s JWWBtty^fjB) , Xru-f fsl ftgjWJ^ 

ra&iPxaL TMmmm. TNF«ia«ig mrNF ai;i#m<vmmm 

mtti ) . ru x ? 9 'y > isyitmmwm. i l - 6 awis m i l - 6 g»*K 

[0120] 

(lai^Hjfci^/ifcttjfiKfcfflv^tofcUTu. mm. Xraj m. t**$ 

[0121] 
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[0122] 

mL^m.co^axv/ttz^mizm^hcotbxit. mm. yis*j\sxt;< 

y : J^-. TXhzrfJ N-^f-^-D-TXAVkJ'-F (N-methyl 

D-aspartate;NMDA) t£tm. a -T5 ^- 3 - 1 Fu*^- 5 -*<f-A>A Vtf^MT/- 
IV- 4 -7Dt^t- F (alpha-amino-3-hydroxy-5-methyllisoxazole-4-propionate ; A 

mpa) %m. %mm. fommm. mwmm. wmmsmmm, -mvcsm 
smm (nos) mm. numm®?. 4>?-vj*>-8%mmmif(>tiz>. 

[0123] 

yx*iry$mmwm. hvy**yyA 2 %mt}nm. *T<^-?-wmm\ 
m. ixtxnym. ^y+ywmw. m^vym. im ht^ymm. mx?? 

[0124] 

y^-i ygmmstrnt ixn. mm. ^i]*yv*?9-<r>ftw&.w)isyY 

[0125] 

y^ijl yu*Tf-<7)\ftm&cr>Vtfyvt lx\i. Witf, mip-i«, mip- 

1/3, RANTES, SDF-la, SDF-1/3, MCP-1, MCP-2, MCP- 
4, JL*9*=yy (Eotaxin) . MDCfW^S. 
[0126] 

rtHtt'JtffFOttSWfci: UTtt, Mitf, AOP-RANTES, Me t-SDF— 
la, Met-SDF-U?#flff>W. 
[0127] 

*r*tl4y\/*?<S>-<rttWi:LX\t. mm. Pro-14 0Wflf^&. 
[0128] 

*^r^Httfi^HHfc^fti:LTtt, Wiif. CCR1. CCR2, CCR3, CCR 
4, CCR5, CXCR1, CXCR2 , CXCR3, C X C R 4 ggfr T > ? F 

[0129] 

XfQ'f FIE* LTfi, 0fl*tf. WB^tLT, ?u\Z*y&9xiK?V-)V. WkV 
7iv*isS-Y. yyy^fi-^ym^^f/y. 'JTuttymKfXfY 
y. MMyat'j-yMKftfYy. WPBKfXfYy* v7)\sTVY1—Y. TtV 
— V. gf^W/H^ny, TAW-F, >\)V ; sS-Y. f*t>^W, Tab' 
^yUr^f^^Vy, ^KrfflM ft«7 t *-fr.x*y>\ B$tFna;H- 
V>\ BKtFna^-Vy. KKrotr^vKt Faa/M-y>\ Tuh'tyMrTv 
FX SWKPKTV F-yo>\ 7/M-^/nyT-feF-F. rnh^yK^^D^ ^ 
y>\ HJTAWoyr-feF-F\ tv\7n?7/M;?yy, TW*yWT)i?vix9 

V'y. ISK^o^^yy. ri/^/o^ 7 , oh'*>'K^n^^y>, 7/1^0*^ 
a/Uf-FWWfMi*. StHMfcLTtt. BKa/l'f-yv. tFon/H-yy 

s U^Kt KDa^f/yfb'j^, aA?®t Foa/i^yy-fh'j^A, Plp/l- 
Fna^f-yv, ri/h-Zoy. 8*S?7V K-/ny, a^KrPF-yoy^-FU 
>7A, y^l#K7 , ^F-yny, U >l!7V F-yny^F L) >7A, iiAD7l/Ky 

, ^^r^F-yov. BK^f-^ri^F^yoy. a^\^K^f-;uruF-yny-t 
M/*A, hUTA^yoy, Hdh'jrAWny, FyrAWoyr-feF-F, r 



(27) #^2005-132761 (P2005-132761A) 

*im*vx vmnft-t*/** <?*?Y>$tfmf$>ti&. ®xmt int. rn 

7Avynk ST-126P, ^uviH. r^^yV^oS^-tf^-k 
- Vo yxk/? *- h . * f7l/7V K-Voyf h y -7AX^ v*- vmtWfklxh 

o 

[0130] 

fc89WWa5fcUCUk 9?WJ±X (FK506) . ^D^'J^ ymj 

/k ^a7*A7TSKtJ*a»f^4. 
[0131] 

[0132] 

;P7^t-;K 8»Kt^7'^U>, 7-?/H?7=r;l' : ef-o-/k ^t*lt;Wfn- 
/k KBtf y7*of-W-/k WttfoifTV+VV^ Wk9ntirrv J irVV. xt^7 

Uk issh'j^ t-*y-;k ^v^-yri^yy^wk itrD^fn-*. fiig 

7'f-o-;k g»>J hF'J>\ A>7fn-/k «KF A WMf$>\ 8£B»*/I'7 K U f 
. AR-C68397. l*-*-97k7?*-/k Ft. R-7 *Mfn-;k KUR-12 
4 6, KUL-7211, AR-C89 85 5. S- 1 3 1 9SfE#W £*!.*. 
[0133] 

k •f7-f;^*Xh» -fe^horxh, MCC-847, KCA-757, CS-6 1 
5. YM-1 58. L-740515. CP-195494. LM-1484. RS-6 
35.A-93178. S-3 64 9 6. BI IL-284, ONO-4 0 5 7^W 
Ml*. 
[0134] 

MJ^A*&W&ft*. 
[0135] 

HS hnyCy^^>7A*ftft, KT-2-9 6 2^W^»ix*. 
[0136] 

*T4x-fi-mm$mtn:te. mm. by-yxh. ?a*rv?wt*bv*? 

A. TyV^+TJJX. 4 7V5XK ^UV?Xk ^5n5Xh*'J 

■7A^*W£>*i*. 

[0137] 

sttx^5>-^tLT{±, mar, 77;n^hf7xk mr^yx 

f-k **<rb$.b\ f^ity'y^ y-?)\Mx-*?x^y. imx^-fx^-y. 77 
rsy-;k xA'xf-y. Mfrtf-y^y. "^x^-k 71^771^ 05? 

x'k f7n7^y>, iSStOA^yy. TAK-427, ZCR-2060, NIP 
-530. t^V^nx-k SV^-Xf-k BP-294. 7yF7Xk 

yyjy.r? v *x+y*$WWf t>tih . 

[0138] 

^y+ytmibt fc(i, 7$y7-<yk t^^jx v*v?ivy 

% 1/AA7 -f 'J /, y'7n7 -f y /fW^I. 
[0139] 

m^vymtLXii.. mm. muryha^^. ftm^hnm, ^7 
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;UFaf7A, M^hDWA, rS'Ojy, ^-fl^-hnt'^A. l^A>n^-h 
( UK- 1 1 2 1 6 6 ) mttmihtih. 

[0140] 
[0141] 

/nx^/^y^S! («T. P G fc 8&|£"^l> . )iLT<i. PGg£ftT:fxxF. 
PG^Sf*:7>'^d'-Xhlf*W^I.. PGSSfri LTU:. PGEg&tt(EPl 
. EP2, EP3. EP4) . PGDS^ft (DP, CRTH2) s PGFggft (FP 

) , pgi^s* (ip). Txss# (tp) ^aw&ns. 

[0142] 

*X*yIXf5- <fffl#mtUT{i, «i(f, PDE 4n*ffiC& £oy 7*9 A, ^ 
(ififtST^n) , Bayl9-8 004, NIK-6 16. ay;UiyX 
F (BY- 2 17), /A'A7 4'Jy(BRL-61063K 7f-V*5A (CP-80 
633), SCH-351591. YM-9 7 6. V-l 1 294A. PD-16878 
7, D-4396. IC-485, ONO- 6 1 2 6Wtfmfhtl&. 
[0143] 

x?**~l£|MF3RfcLTIi. ONO-5046. ONO-6818. MR-889, 
PB I - 1 1 0 1 . EPI-HNE-4. R-6 6 5, ZD-0 89 2. ZD-8321 
. GW- 311616. AE-376 3##W htlh. 
[01443 

[0145] 

^fn^ F&ffiiiMi: LTfi. fflitf. INT tf'jy, -tf-'J^/UJtf-F y 7X 

fyy. rxt-yy • ^tvi^-FIE-^-. x7/w-i?7k ^yF^yy, xrn? 

xV. -77x-f?-K y'^f/KyrnWXl/y, 7iR't? 

, ^njit?, wwfyfMJ^A. ?yyy;k 7xy^7xy. -^r^by, 

?yy, Ty7x^7^h'J'7A, t7i>/5?, XFF5y\ -(77 , n7xy > ^7'7' 

D7iyt3y-/k -^rDdr-fey. 7Mt7n7iy, 7/wi/b'7D7xyr*-fef 
;k ^h7n7iy, 7iy7n7iy^y-)A, f-T7°D7 x y s jj-^-trn^'y, 

7 , 7/7D7 i y > D4ry7*D7xy-^FU'/A. 7^Sy7D7iy,f/^7D7x 
y. ^7itil. ^7xtAi7^5-W. F/l^xtAgL 7n^7x-y, 
F7x-;P7'^Vy. Jt^S^xV^VX bo^y^A. f^y*A, TVtn* 
y#A. -NWyiR*, xeyy-/k Sigf77$K. t£K?-yyy'y. iwr 
yy. x/i/fyy. s^-y. -tUFy. tfxG, T$bn-N. y/Ptfy. eyy 

$£S& T-bFT577xy. 7xt*fy. X isfrWO?* h*7 s J>. is* F V HE 
[0146] 

«a6«waty7vf-* (dmards. aswtay^f-*) tu-ai. mm. ± 
f-sj-^a-x. ^^-yyaWFy^A. jj--7y7-fy. Ty-y-yyF. d-^x 

is7$yMm. oKyf'J v FZ-tF'J«7A. 7y7Sy, t Ho^i^no*^ -f? 
Vx/l^ r try y'y. ^ h h- U*-b- F , ^7/1-7 5 K*6«l«f fefi* . 
[0147] 

«-f LTti. Witf. bT^oySN-Fy^A. y'/Pn-tsy, ayFD^ff- 

[0148] 
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Tnz??5yiSy£rimm®.&Mb LTfct mm. -^/xn^ r fc? 'j y'y . x+r 
yfy. *+ry=Jy. jte-5 2 2. *-y;y vy. #^7° 

n?iy s ^i^SH, 7;l-/ ;3 E- , f7°a7xy > 7;^h'rD7x>-. -YyK;*:? 
v>s ^h/o7iy, o^ydf^A, Ddfy7 , o7xy, yn=*y#A, ^-tro 
: Jy > y^—t^SK. h'7*o^-fey. eo^y#A % eDifyiA^-^f?^^ fn 
^y^A^y-M-K hDt°y^>-h*y^^^— -f;Ph7*o7x>-. TyJTuy 

±ymmihtih. 

C0149] 
[0150] 

K^l/- fni. 0N0-2 5 0 6^WoixS. 

[0151] 
[0152] 

ii&}£)ffiS§t ITti. flRfcf. hbffliiiir^xsy-yyvgtt-fW (t-PA) . 
+~ «f, ^yy|?*W£>it&. 
[0153] 

MifeB^ISi: LTti. ttffcUVf— A. 70^4 y. To-f— fef s -fe^^r 

[0154] 

TNFalSWg («tTNFa«L«5»««e«l»!l**tr) fc LTJi, Mx(f, 
7/UA-77. x^^Hsrh^jWtf^it*. 

[0155] 

I L-6E&«g (fit I L-65^fWS*SS«0«e«aO**tf) fcLTIi, W*tf, M 
[0156] 

i l-irmfsk (t m l - i\s*7?-7y?d-xhwcom£i'mmZ'kti) tt 
xiis mm. 7i-*>5mtfWft>tii. 

[0157] 

tn£$nMb LXii. -fe70=Jf v-A'th ^d^*AE*«», 8SR*?- 

/^yX KlEyyv^^y. 4:7^7^^. PA-1806. IB-367. Yfy 
74y>, PA- 14 20. V/Wt^y, 88K7.X hereof i^y, *S8H:7x?;>< b 
KiK*i/n4W«|Hrfe*l*. RSAOfii^lfc ItkL PA- 180 6. IB- 3 

67. h7?-<Myy. pa-1420. h'JfV^t'yy. SKrxho-7-^yy. 

[0158] 

[0159] 
[0160] 

S4fflis ttfi. tefl&ilL «»i«SWfc:J: l 3»5r** t , a* 

8Dtt-9-<?*l*d\ ^li^A-AS*! 1 ). -Bfco*, 5 0;u g*>£> 5 0 OmgOiSH 
T-BHIIfr£»ia#ePift43*iS*\ *fctt-B 1 «*IS!tf»& 2 4B#^®HT'»Mrt 

[0161] 
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[0162] 

&5wtzft<nmmw8m. mmmi^x/nmntk^co^^mm. mm. <m 
. mm. vjjmkbxmmtii. 

[0163] 

imft>ti&. ^r-t^mut. m m^-Ytr-tiva^/yvti r-t /i^#w h 

ill. 
[0164] 

zaxoKfimmmmiztsuxit, mmv-k^trzii^tL&±^^miit(r>t 

£fr. &tz\mmm mm. y?h-x, vy_h-;k ?)Vzi-x^ ^Sf 8 -b^o- 

py, ^^^-fMr^s^n^^*^^*) , mm\ mm. mm?v?->i>m 
Tx^y*?vim) mm^ti. mnzft-oximfcixm^ 

Mil. £tc. &mzi.*)a-T4>7m (Mlli. 6Ht. *y&y. tKodf^rnt' 
UU *^2ULhcOJlTlS:SLTV^i«tv\ $fcfc-tf??-Vtf>J:3fc©K§*i34»j« 
[0165] 

mms-<ntfr<r>nmmm\\z\t. mmrnmizmztiim. mmm. mi. y 
□"/m ^^^ivmmz-kzixh. zoiozmizts^xn. xtk^ttitwx 
h^mmtiK -mizm^nzftmi mm. «tibj<, zz? s-nttzitztib 
mmm mm. mmttzmutztiz. zt>izz<Dmmi±. mm. mmim. ?L-fk 
m. #m\. mm. zmi mm. mmm^^ix^x^x^ 

[0166] 

imn&s-otztbmmivmmzii. mnmmi y^m. ?o-^m. mmi. 
mm. v-xyhm. »mm. ®xm. xru-m. xrv/i^k mm. ti£v&& 

[0167] 

mm&m£M±m%mmztLx^mijiz£<omkZiih. mm. uk^tfzn 
zimicomvnmmttz-m. £Mim&z*txmmztih. mmu£®h&^ 
imftmmtix^&ijnfr^mtftiz . mm. m&mmm£^tmm^i}}mx.xT-/\, 
mm. r=Jh'ym. $.vxi-yM. wsi-ym. XTToym. xu^ym. 
tyigxxr/K i'Jxfylixt/i', ^vi^f-yffixx-f/k xrr'jy^xxr^ 
, *w ym^x^fivm) . (mm. s7n->. jso^, -tu^ym . &®-<s 
mi mm. ^v^^^x.^uyrii-^iux.-Tii-uym^xT^m . WMnua- 
iv mm. ;-)v. xfTV)VT>va-)v^ tYxy-rvivriva-iim) . >-v 

nyffl (mm. i/*+)VXV yn^yl) , #Hbkfii$ St^-feDy, a 

■&v--t>jy. mmyyvy. %m^yy<y&) . 7>j?->um mm. x^y^ 

oi-^) % aw* (tvi/?ft. jfj-m cr^rft. fn^yif) . mm (mi 
n. *y<7®. mm. xivyy. xiwym w&wm. frxtimmfr 
^mi£iihi<o&mt:ii2mv±zm.-&ixm^tiz>. zciz. mm. mm. & 
&m. mitm. mmmzs^x-^xti:^. 

[0168] 

y)mz&m?zim%m®znx^mijiz£mmztiz>. mm. uk^ttm 
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tix^hitOfrbmiftii. mm. mcnvu-iv mm. x*/-/k -fvrot 
NUx^y-yprsy. yMyroysv-^Tsyf) . mm. t^f 

[0169] 

^(i-enjji±^vgttft«^« £(i?i/fts -e-tpiss ft* . ? y - as^j{±^» 
y^ya-znp) , mmr/i-o-ju mm. z-^i/frfii ;-)v. 
. %h\z. mm. mm. mmmt*A,?^xt>£\,\ 

[0170] 

mm\i&mz>wm%®m2tix^hi><?)frt>mi£tL&. mm. mm mm 
m mm. bkiseib. mv^j*. vr^v&w) . »wm 

ill.. S^Ks «3*L fiUHUW. »#^]^S-ir/t-Cv J: v 
[0171] 

mmw£mtzim$®mznx^&miz**)$mztiz>. mm. ut^tMi 
wxkn%im%*ffliizmizit. $ftft±.\zmmmfiiLxmmziii . 

m»s, mmns-ffl. fr&nm±mfrbmiitihi>nmttdi2mikt:m-&i,xm 
\M>tLi. zwz. mm. mum. mmm^^x^xtxw 

[0172] 

V-*yhMi^ttzim%miZixX^&®1jlz£')Wk2ix&. mm. tAfco 
ifcJi-titfeUKOSttft**, r/i^-^ (fltf.tf s x*y-;k tfyx^y/yn- 

[0173] 
[0174] 

imm.H-<r>tz»><r>mmt lxu. mm. mmm. ^ma^x/m^mmizmmttz 
mmizmm. mmitzi&utzitxm^^tii. mtix. mmmmm®*.. ± 

m£&?k. mnito. 7*ofcvy^yn-;k ^yxf-i^y/y x^y-zuoJ: 3 
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» mwm mm. ?>i?$>®. rwy*>m. ^uv/K-bso (%mm 
> m . mmm. mtrnm. mmm. «mmaiA,^xi,i^. znhn 
mTmfc&^xm?&frm&ft&iz£^>x$i&zix&. ttixmnwrn. mm 

mixm-tzzthxzz. 

[0175] 

mnmcotzfrngmnzit. mm. msumm. iimmmm. m*mm& 
w&ixvmmifitttii. 

[0176] 

zixkcomMWMa(oifmzmixwkzti&. mm. utitMtwxkcom 
mnmmizmm. mmttd&ut$-*txm^t>K&. mfflomt txn. mm 
gms*. ^*<fck. z<?>M<?>*&®mzt:itmm#*&mm mm. mvmm 
) mtiXv*tit><om*-&bit#m^t>tL&. mmt. mwm\ mm. ma-hv 
*>j>. mrv*vy*f) . mmw\ mm. v>wtty-v*7J*. mmth vv&w) . 
#ffiSttft3W mm. iKuy/K-hso (nA«) , x^ru>iwcusr*^4o 

[0177] 

#gps**>fc*>*>«Aaii: lxh. x.7uV)vm. ®.Ammm\&tz\m\mmw 
-ttti. mwxmm\im®iz*ttzimcDmmmiz®M£tzimmzitxm-t 
mmxhiXh^K 

[0178] 

ztibwMMi±&tonifmizmtxm&zti& . 

[0179] 

) , *m uttftfti mm. vy®i-h>)*7J>. wm-hvv&m . mum m 
m. mti-hWA. mr i J±v>m) . mm mm. *v#*i'V=juif»i- 
*> , m®mi%b°z>mizmtxm , miRLxmztL&. 

[0180] 

wiif, T>yy. r*zho>m . mm mm. ?ur -t^n-xgo . 
. mm mm. ^yom . wwimm t-zmizmt 

■cwaHRi/cMK**i*. 

[0181] 

WAmmms-i-mim. mmms mm. rwv-. *fi4<r-m) 

[0182] 

[&HJJ<0$&IIJ 
[01833 

hr* ( i ) x*2ti&*m<t-&®ii. mmcxcR3%iamiG'rhzkfrt> 

. CXCR3^tt^<0^l»tJj:t;/4fcl4?fiaBWk tT*fflTJ>l>. 
[0184] 
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[0185] 

4^WHSfe(?IJl : bhTh l«#M&£fflVVtI P-l OZtdH -TAC/CXC 

m 

1 - 1 : «PS 

tMi^A^yr^TiO^^Jytn^JfliL, (PBMC) ( 

U>7 3j-7*U->y7 , f-A— y : Lympho prep tube (Nycomed Pharma) ) SrfflV^S&Jg^lIIil 
'bftmmzXO&MUz. PBMC#>£>. thTMMCD4ir7-t-yh*7J>*vh (Hu 
man T Cell CD4 Subset Column Kit) £JB^£*#T -f 7*-feU-? v a yffi«C J: 0 1 hC D 
4llttT,«£JfMlU:. ^^«^ffl^-CWKO^^ff^i»^. 
[0186] 

35tCD3fi£ft ( 2j*g/mL) "C7V3— h Lfc 2 4?t7'V— M~t bC D4R§ttTIH 
SaSr3xl06 ce 1 1 s/2mL/we 1 1 <7)MM®&T'imi.. fitC D 2 8fit# ( 1 
,ug/mLK IL-2(4ng/mL), I L- 1 2 ( 5 n g/mL) fcil^iS I L- 

4 fit* (ljtig/mL) C0#ttTT37-C. C0 2 4 V* x<-?-tCT 3 BIS|ig*Lfc 
. iiTfflV^fcfiithCD3fii*f3-hLfc24Jtru-Hi. 3 7°CT2B#IU. fSt 
hCD3St*TS,^»OKT-3 (2// g/mL) Ta-ht&Z tfc«t OffcfcU:. « 
fcEMMftfrLfcft. 10vo l%^ftM?t^rRPMI 1 64 0*£ifc ( 1 Ommo 1 
/L HEPES/lvol%, Antibiotic -A ntimycotic) (Cjg 
SLfc. fitCDSfitft-Cn-hLTV^l^x^fciTO^ 3X 1 O^cel I s/2mL 
/we 1 105«ia*flrC»U. IL-2 ( 1 ng/mL) #4TT3 7'C. C0 2 -f>4r 
A *-*-fcT5BIH**U thTh ltt^-fMISS-PSUc. £<OHl<OJWaKiRGI 
l!9Sl/C<>A». 

1- 2 : I n Vi t rofflllS 

h^VX^x/UOTSfcl P-10*fcttI-TAC**»» (30nmo 1/L) £ 

*t»±E»* 3 o o m l % &wm.<?) 2 mmm^mxam (dms om®& 0.3%) 

££&JJ^3 0 0juLtf>tt6 0 0/zLfcifianU 7 4 fVf-ZWULtz. a>hn- 
/UHi. * 4 (DMS O&i&g 0.3%) fc*tr±IEJ&tt 3 0 0/iLSr 

malt:. iMummitit nth urmsmb (ixio«cei 1 s/ we 1 1 ) 

5 0 u L t ft&Stg?) 2 g^Ofei»3@lffi£-»tr ±lEtg* 5 0 LOtt 1 0 0 L £S§ 
JnU 3 7'C. C0 2 4 ydf**W-fcT9 0#ffflU:. 5tt7lLTV^V>± 
SOiifM£i&3||&£L2 0jumo 1/L xfl/yj/'T; VMlH-h U »7A/U 
lfff£9&£tt£ 10 0// LjHnl/C. 4°CT'3 OtJHSIRjCS^. K«C 1 0 0 0 r p m 

W')^L-CTSSK6 0 0iuLtSikOS»fc»L'CFACSort (i$p D n £, ^hV-f 

* vifvyyttS) Srfflwcis?tf£ffv\ MBBSfca^ybU:. fl:-&%*^6nSP^)* •> 
vhSHafho-^ (?%#4v#44fflKK) 8£*L3lv>fcttfc 1 0 0%fc L, ft 

[0187] 

*<0I6», **Wb^HUi. 3 0 v MT 5 0 %Ul±c7)PlW$r^ Lfc. 
[HUM 

1- (4-7d^7x^;U) - 2- [2 - (4, 5-xtFo-lH-^ S^/-^- 

2— fyp) -1, 2-ytHn7^5y>-l-^Hi^/v (lOOgK #;M<* 
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*/*+A*tlVa—Xi]lVi/*JJ* (20. 0 g ) % XrT'J ylr?:/*S"7A (10. 0 g 

) , fcitwiMr^n-x ( 8 7 o g ) zm&z x 9&£LfcfMT&bt\ -tt+fc 1 

0 m g CDft&i&ttitt-tZm 1 7j**»fc. 
MM2 : 

1- (4-7'o ; E7x-;U) -2- [2- (4, Ko-IH— -f $?Y-/l>- 
2-4/P) -1, 2-y'bb'n7^7y>-l-f*]x^y>' (200g) s 
-/M 2 k g ) tj J:^®* ( 5 0 L) 98£Lfcft, |$fi7 < 

[0188] 

-RS ( I ) T*8ft.6*»Wfc^*tt, CXCR3J£fiifiUB£*rt££fca^, cx 
C R 3 jWJW-t * ftft. i-*b*> C X C R 3 MEtMlftlcWr* iH»*J <fc /* 
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(51) Int. CI. 7 



F I 



A6 IP 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 IP 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 
A6 1 P 



3/10 
9/10 
13/12 
17/00 
19/02 
27/14 
29/00 
31/12 
31/18 
35/00 
35/02 
35/04 
37/02 
37/06 
37/08 
43/00 



A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 

A6 1 P 
A61P 



3/10 
9/10 
13/12 
17/00 
19/02 
27/14 
29/00 
29/00 
31/12 
31/18 
35/00 
35/02 
35/04 
37/02 
37/06 
37/08 
43/00 
43/00 



1 1 1 
123 



1 0 1 



F?-A(##) 4C084 AA17 MA02 MA17 MA22 MA23 MA32 MA35 MA37 MA41 MA43 



MA52 MA58 MA59 MA63 NA14 NA15 ZA362 ZA452 ZA592 ZA682 

ZA812 ZA892 ZA962 ZB072 ZB082 ZB112 ZB132 ZB152 ZB272 ZB332 
ZC352 ZC422 ZC552 

4C086 AA01 BC41 GA07 MA01 HA02 MA04 MA17 MA22 MA23 MA32 

MA35 MA37 MA41 MA43 MA52 MA58 MA59 MA63 NA14 NA15 

ZA36 ZA45 ZA59 ZA68 ZA81 ZA89 ZA96 ZB07 ZB08 ZB11 

ZB13 ZB15 ZB27 ZB33 ZG5 ZC42 ZC55 



mm) %i 



